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The Official Action dated November 16, 2006 has been carefully considered- 
Accordingly, the present Amendment is believed sufficient to place the present application in 
condition for allowance. Reconsideration is respectfully requested. 

By the present Amendment, claims 9, 23 and 26 have been amended to recite an 
initial step of selecting an individual known to be allergic. Support for this limitation may be 
found throughout the present specification, for example in the Examples. At page 4, under 
"Materials and Methods", the subjects of the Examples are described as "weed pollen allergic 
patients". In the Examples, the methods of the present invention were conducted in order to 
determine the actual sensitizing allergen source of the individuals known to be allergic. 
Claims 9 and 26 are further amended for clarity, with claim 26 also reciting that the variety of 
allergen pollen sources contain cross reactive proteins or epitopes, in accordance with the 
teachings in ttie specification* for example in the third paragraph on page 3. It is believed 
therefore that these changes do not involve any introduction of new matter, whereby entry is 
in order and is respectfully requested. 

In the Official Action, claims 9-21 and 23 were rejected under 35 U.S.C. § 1 12, first 
paragraph, as containing subject matter which was not described in the specification. The 
Examiner asserted that the phrase "in an individual known to be allergic" recited in claim 9 
and "in an individual known to be allergic, fi-om a variety of possible allergen sources" 
recited in claim 23 are not clearly supported in the specification and claims as originally filed. 

This rejection is traversed and reconsideration is respectfully requested. Specifically, 
as noted above, the Examples set forth in the present application demonstrate methods for 
seriologically identifying with improved accuracy in an individual "known to be allergic" the 
actual sensitizing allergen source from a variety of possible allergen sources containing cross- 
reaciivc proteins or epitopes. That is, the subjects of the Examples were "weed pollen 
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Hpwever, Applicants submit that the methods defined by claims 9-21 and 23-29 are 
not anticipated by and are patentably distinguishable from the teachings of Duro et al. 
Accordingly, this rejection is traversed and reconsideration is respectfully requested. 

Initially, it is important to clarify the terminology employed in the present claims and 
specijBcation. Allergen source refers to a particular species of plant from which individual 
allergen components are derived. For example, as set forth in the present specification at 
page 2, beginning at line 7, weed pollens constitute important allergen sources worldwide. 
However, allergen sources such as pollen comprise a mixture of allergic molecules which are 
commonly referred to as the Hllftrpen comnonents. As explained in the introduction of Duro 
et al, the Parietaria judaica pollen is a single allergen source containing ftt \^^X 9 allerRcn 
components having different molecular weights and IgE-binding specificity. 

As also explained in the present application, for example at page 2, beginning at line 
9, some, but not all, allergen components present in pollen of any particular allergen source, 
for example of a weed species such as mugwort, ragweed or wall pellitory (P. judaica), are 
represented by structurally similar homologs in another species and therefore show degrees of 
seriological cross-reactivity. It is therefore difBcult or impossible to unambiguously 
determine an allergen source responsible for sensitization and to insure an optimal choice of 
selective immunotherapy using total allergen extracts. On the other hand, the present 
methods allow improved diagnosis of allergy by identifying the actual sensitizing allergen 
source, i.e., the particular weed pollen or the like, among a variety of possible allergen 
sources, for example from among various weed pollens, which contain cross-reactive proteins 
or epitopes. These methods are based on use of a pure allergen component of limited or no 
cross-reactivity. 

More particularly, as defined by claim 9, the invention is directed to a method for 
serologically identifying in an individual known to be allergic the actual sensitizing allergen 
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souree from among a variety of possible allergen sources containing cross-reactive proteins 
or epitopes, for example, from among mugwort, ragweed and ^Parietaria species such as P. 
judaica. The method comprises selecting an individual known to be allergic and contacting 
serum from the individual with a pure allergen component having limited or no cross- 
reactivity which has been derived from one of the variety of possible allergen sources (as 
contrasted with an extract of the allergen source which contains a number of cross-reactive 
allergen components), determining, in the serum, the presence of IgE binding to the pure 
allergen component, and identifying the source from which said pure allergen component is 
derived as the actual sensitizing allergen source if the serum contains IgE binding to the pure 

allergen component. 

According to claim 23, the invention is directed to a method for serologically 
identi^ng with impt oved accuracy sensitivity to Parietarla pollen in an individual known to 
be allergic, from among a variety of possible allergen pollen sources, comprising selecting an 
individual known to be allergic, contacting a serum sample from the individual with a pure 
allergen component of Par j 1 orParj 2, determining, in the serum, the presence of IgE 
binding to the pure allergen component, and identifying the individual as sensitive to 
Parietaria pollen (i.e., the allergen source) if the serum contains IgE binding to the pure 
allergen component. 

Finally, as defined by claim 26. the invention is directed to a method for serological 
diagnosis for an individual known to be allergic of an actual sensitizing allergen pollen 
source from among a variety of possible allergen pollen sources containing cross-reactive 
proteins or epitopes with improved accuracy, the method for serological diagnosis 
comprises selecting an individual known to be allergic to pollen, contacting a serum sample 
from the individual with a pure aUergen component derived from one of the variety of 
allergen pollen sources and having limited or no cross-reactivity, determining, in the serum. 
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the presence of IgE binding to the said pure allergen component, and identifying the allergen 
pollen source from which the pure allergen component is derived as the actual sensitizing 
allergen pollen source if the swum contains IgE binding to the pure allergen component. 

Thus, the present methods are for accurately identifying the actual sensitizing allergen 
source (for example, the actual sensitizing pollen, i.e., ragweed, mugwort of wall pellitoiy) 
fiom among the variety of allergen sources (for example, various weed pollens) for an 
individual who is already known to be allergic. Thus, one skilled in the ait will appreciate 
. that the present methods are not for generally diagnosing allergy, as the individual has 
already been generally diagnosed with allergy; rather, the present methods are for identifymg 
to which particular allergen source, for example, to which pollen, the individual is allergic, 
which can then be used by a physician in deciding a therapeutic strategy. 

The methods of the present invention arc based on the surprising discovery that it is 
possible to identify the actual sensitizing allergen among a variety of possible allergen 
sources containing cross-reactive proteins or epitopes- This is done by detecting that a pure 
allergen component with hmited or no cross-reactivity only binds to patients that are 
primarily sensitized to the allergen source from which the component is derived For 
example, in the specific embodiment involving Parietaria pollen exemplified in the 
application, AppUcants have determined that Parietaria pollen extract binds IgE from 
individuals not exposed to Parietaria pollen, while pure rPar j 2 does not bind to IgE from 
such individuals. However, rPar j 2 does bind IgE from most allergic individuals who are 
primarily sensitized to Parietaria pollen. Thus, AppUcants have developed the present 
methods for specific identification of such an actual sensitizing allergen source among a 
variety of possible allergen sources containing cross-reactive proteins or epitopes by 
contacting serum with a pure allergen component of limited or no cross-reactivity. 

10 

PAGE 18/24 ' RCVD AT 5/16/2007 4:12:28 PM [Eastern Daylight Time] ' SVR:USPTO-EFXRF-1/20 ' DNIS:2738300 ' CSID: ' DURATION (mm-ss):07-16 



@019/024 



AppUcation Serial No. 10/027,625 

^ve be«.=» »P.ci«. i ... -..rs«. po»en sou^- Ho».v«. no.. *e S=»^ - 
US pOicnB have IgBa.«bind,.o*epnreal.crga. component PTi 2.bcc.»«,» 
Appl,c««h«ediscov«cd,.P.rj2^cr<.ss-re.=tivi,ywimi«bomologo„. allergen 

co„,.on»» ftcn, ragweed CX.»™,i« A-^ ' » 

^.arls. AX.V2). 0„meoU«rh»«^a»Medi«,ra„ea„popu.a«™«.diedin*e«-np.., 
„fa« present .ppUe«ion.«bich.i.e,in».«. where w..lpem>oorgrowa.81%of,he 
pa.e„.shave.gE.pecmcforrP.rj2..a*=wninT-..es3.nd4..p.g.s,0.ndn.f*e 
,^apecilie«i<m.Fmal.y.*eA.«aU.npepulado„.Uvi„g,n».»awl«.d»re... 

tow dak «t«<po«re «>d prtaary aenaitizaUon U, w... pe«i»ry. shown only 9.5% IgE 

u ir, T«K\*.« 1 and 4 desDite 71% showing sensitivity to wall 
specificity for rPar j 2. as shown in Tables 1 ana 4, oespiw 

pellitoty as the allergen source. 

Thna, ^ present n,.d.od. for ap«»«c ide«ifi.«ion of an actual aenaitizing aUergen 
source fton, »nong a vah«y of P<.»n>l. •i^'IP- <»°«"^ cross-reacttvc protons 

orepiu^sP"videaai^fiean.in.prov«n««i.-..rgydUgnoaia. P«her.«»of o«linary 

sWn in dlergy ««g^ ^ ^"^^ 

identifieation ftomthe senrni «,mpl. to pn.viding improved .lleny.ream,««. 

to the OfBcial AcUon. .he Exannner .«.er.«l *« Duro e. al waeh aedologieaHy 

M^Kfiring .he «=«»I senriti^ .Uerg«, from a vari«y of poasTble .Uer,«, sonro«,. 

AppHe»«s *sagr« a. *. Don. e. 1 pubUe«ion is dir«>.ed to a siMkanslgaUaHSS. 

r^y Par<e,ar>aj^ca poUen, does no. n.«nion other ail^gen «»«.s. While Duro 

11 

PA(^ 19/24 * RCVD AT 5/16/2007 4:12:28 PM [Eastern Daylight Time] * SW:USPW^^^ 



05/16/2007 16:15 FAX 



111 020/024 



Application Serial No. 10/027,625 

AmendmBnt dated May 16, 2007 

Response to Official Action of November 16, 2006 

et al seek to characterize one of at least 9 allergen components of this source, namely Par j 2, 
DuTO et al are not concerned with any other allergy souroe. Further, by showing that 82% of 
the Parietariajudaica pollen sensitive patients' serum had IgE reacting with rPar j 2, Duro et 
al merely show that Par j 2 is a major allergen (see page 297, right column, lines 1 8-21). and 
no other findings or conclusions are provided by Duro et al. Particularly. Duro et al do not 
teach or suggest that Par j 2, or any other pure allergen component, can be employed in order 
to seriologically identify with improved accuracy the actual sensitizing allergen source 
among a variety of possible allergen sources containing cross-reacting proteins or epitopes, as 

recited in the present claims. 

In this regard, the Examiner states on page 4 of the Official Action "if the Par j 2 is a 
pure aUcrgen component without cross-reactivity. . -then this information shows thai 1 8% of 
the patients were not allergic to P. judaica." However, Duro et al provide no teaching or 
suggestion that Par j 2 is a pure allergen component wfth llTPit^ Pr no o^^j^^yiVf . In 
this regard, the Examiner's attention is directed to the Declaration Under 37 C.F.R. 1.1 32 of 
the co-inventor Dr. Paolo Colombo submitted herewith. Dr. Colombo confirms that the Duro 
et al paper does not disclose or suggest that the Par j 2 allergen has limited or no cross- 
reactivity with allergen components from other allergen sources (paragraph 4) and thus Duro 
et al do not teach or suggest using Par j 2, or any other purified allergen component, in 
methods for diagnosis of the actual sensitizing source ftom a variety of possible allergen 
sources (paragraph 4). Accordingly, not only do Duro et al fail to teach any method by which 
an actual sensitizing allergen pollen source is identified with respect to an individual known 
to be aUergio, Duro et al provide no teaching or suggestion that the Par j 2 discussed therein 
has limited or no cross-reactivity and therefore would b© suitable for use in such a method. 

The Examiner's assertion that Duro et al teaches nine possible allergens in P. judaica 
pollen and therefore identifies the actual sensitizing aUergen from a variety of possible 
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allergen sources disregards the definition of allergen source set forth in the present 
application, namely, as noted above, a particular species of plant from which individual 
allergen components are derived. Tltus, Duro et al are directed to a single allergen source. 
Moreover, the Examiner's assertion that because 18% of the Duro et al patients had IgE 
which did not react with Par j 2. these results show that 18% of the patients were allergic to 
another allergen from a variety of allergen sources other than P. judaica. The Examiner's 
assertion overlooks the fact that nothing in Duro et al teaches that Par j 2 has limited or no 
cross-reactivity with components of other allergen sources. Only in hindsight of the present 
specification can such a conclusion be made. 

Thus, while Duro et al disclose the cloning and characterization of the allergen Par j 
2.0101, and generally mention that in a diagnostic/therapeutic approach, apreliminary step is 
to purify and characterize each major allergen, this is only a g«.eral statement relating to all 
allergens and all diagnostic and therapeutic strategies. Applicants find no teaching or 
suggestionregarding any specific diagnostic method or approach. Particularly. Applicants 
find no teaching or suggestion by Duro et al regarding a method for accurately identifying an 
actual sensitizing allergen source fh»m among a variety of possible aUergen sources 
containing cross-reactive proteins or epitopes as required by claims 9, 23 and 26. particularly 
using a pure allergen component of limited or no cross-reacUvity. 

Moreover, claims 9. 23 and 26 recite additional steps which further iUustratc the 
distinctions between the claimed invention and the teachings of Duro et al. Particularly, the 
method of claim 9 requires, in addition to selecting an individual known to be allergic and 
contacting serum with a pure allergen component of Umited or no cross-reactivity, the steps 
of determining the presence of IgE binding to the pure allergen component in the serum and, 
if the serum contains IgE binding to the pure allergen component. identilVing the allergen 
source fiom which the pure allergen component is derived as the actual sensitizing allergen 
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source. In the more specific embodiment of claim 23. the step of contacting ^ serum sample 
from the individual with apure component of Par j 1 or Par j 2 is followed by similar 
determination and identification steps. Further, claim 26 includes not only the steps of 
selecting an individual known to be allergic to pollen and contacting a serum sample from the 
iBdividuaJ with apure allergen component of Umited or no cross-reactivity. but the additional 
steps of determining the presence of IgE binding to the pure allergen component in the serum 
and, if the serum contains IgE binding to the pure allergen component, identifying the 
allergen pollen source from which ihe pure allergen component is derived as the actual 
sensitizing allergen pollen source. 

Duro et al provide no teaching, suggestion or recognition of such method steps for 
serologically identifying the actual sensitizing allergen source among a variety of possible 
.nergen sources containing cross-reactive proteins or epitopes, as required by the present 
claims and to the contrary, directed their study to one allergen component. Par j 2. from a 
single allergen source. P.Judacia, m view of the failure of Duro et al to provide any teaching 
or suggestion to one of ordinary skill in the art that Par j 2 allergen component is not cross- 
reactive with allergen componems from other allergen sources, Duro et al do not teach or 
suggest any method for diagnosis of the actual sensitizing source from a variety of possible 
allergen sources (see Dr. Colombo's Declaration, paragraph 4). In contrast, according to the 
present methods, an individual who may. for example, have been generally diagnosed as 
exhibiting allergy to weed pollen, for which many cross-reactive proteins or epitopes exist, 
may be provided with serological identification or diagnosis with improved accuracy of the 
actual sensitizing allergen source. Duro et al provide no teaching or suggestion of the present 
methods. 

Anticipation under 35 U.S.C. §102 requires that each and every element as set forth in 
the claims is found, either expressly or inherently described, in a single prior art reference. In 
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re Roter^on, 169 F.3d 743. 745, 49 U.S.P.Q. 2d 1949. 1950 (Fed. Cir. 1999). In view of the 
feilure of Duio et al to teach a method for serologically identifying the actual sensitizing 
allergen soxn-ce an,ong a variety of possible allergen sources containing cross-reaotive 
proteins or epitopes, particularly by use of apure allergen component having limited or no 
cross reactivity. Duro et al do not anticipate the methods of claims 9, 23. 26. or claims 10-21. 
24, 25 or 27-29 dependent thereon. 

Dependent claim 10 further demonstrates the deficiencies in the teachings of Duro et 
al. Claim 10 recites the method according to claim 9, further comprising selecting an allergy 
treatment involving extract, proteins or peptides derived flrom said actual sensitizing allergen 
source. One skilled in the art will recognize the significance of the present methods in the 
ability to select a safe and effective treatment of this type. Not only do Duro et al fail to 
teach the methods of claim 9. 23 and 26. Appticants find no teaching by Duro et al regarding 
a method which mcludes selecting treamient involving extract, proteins or peptides derived 
ftom said actual sensitizing allergen source. Duro et al's brief reference to plan a diagnostic 
and therapeutic approach to allergic reaction, does not teach or suggest methods as presently 
claimed. 

Accordingly, the methods defined by claims 9-21 and 23-29 are not anticipated by 
and are patentable over Duro et al, whereby the rejection under 35 U.S.C. §102 has been 
overcome. Reconsideration is respectfiiUy requested. 

It is believed that the above represents a complete response to the rejections under 35 
U.S.C. §§102 and 1 12. first paragraph, and places the present application in condition for 
allowance. Reconsideration and an early aUowance are requested. In the event that the 
Examiner finds that a telephone discussion may assist in progressing the present prosecution, 
she is respectftilly requested to contact the undersigned. 
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Respectfully submitted, 




Registration No. 30,468 
Dinsmorc & Shohl LLP 
1900 Chemed Center 
255 East Fifth Street 
Cincinnati, Ohio 45202 
(513)977-8568 
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